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REMARKS 

With entry of this amendment, claims 8-16 and 20-24 are pending. Claims 8-16 are 
withdrawn from consideration. New claims 20-24 have been entered. Claim 1 has been 
canceled and rewritten as claim 20. New claims 21-24 recite methods of using the transgenic 
mouse of the invention. The claims are supported in the specification and the originally filed 
claims. No new matter has been added. Reconsideration is requested. 

INFORMATION DISCLOSURE STATEMENT 

The Examiner indicated that the Information Disclosure Statement failed to comply with 
37 CRF 1.98(a)(2). It is the Examiner's position that reference 6 appears to be an article in the 
Japanese language and that a copy has not been provided. This reference, an abstract, was listed 
in the International Search Report, which was filed concurrently with the application. Copies of 
the cited references were not provided, as they should have been furnished by WIPO. The 
Examiner was requested to contact applicant's representative if copies were needed. A copy of 
this reference (Osamu TAKEUCHI et al., Osaka Kokusai Kaigijo, 3-B-"17-ll-0/P December 
13, 2001), along with an English translation, is enclosed for the Examiner's convenience. It is 
respectfully submitted that the reference be considered and made of record. 

NONSTATUTORY DOUBLE PATENTING REJECTION 

Claims 1, 5 and 6 were provisionally rejected on the ground of nonstatutory obviousness- 
type double patenting as being unpatentable over claim 52 of copending Application No. 
09/889,324 in view of Thoma-Uszynski et al. The Examiner stated that "Mycobacterium are a 
species of the bacteria genus. The TLR2 gene recited in claim 52 of '324 is encompassed by the 
'gene encoding a protein specifically recognizing mycobacterial lipoproteins/lipopep tides' of 
claim 1 of the instant application. As such, the claims are drawn to inventions that overlap in 
scope". To the extent that this rejection may be considered applicable to the presently pending 
claims, it is traversed for the following reasons. 

The present claims are restricted to a transgenic mouse, wherein the genome of the mouse 
comprises a homozygous inactivation of Toll-like Receptor 1 (TLR1) gene and a method for 
using such a mouse. It is believed that the scope of these claims does not overlap with claim 52 
of the co-pending U.S. patent application No. 09/889,324 (claim 1 of U.S. Patent No. 7078585). 
Reconsideration and withdrawal of the rejection are respectfully requested. 

5 



Appl. No. 10/517,663 



OBJECTION TO CLAIM 4 

Claim 4 was objected to because of a minor informality. Claim 4 has been canceled, 
thereby obviating this objection. New claims 20-22 refer to TLR 1 as "Toll-like Receptor 1" at 
the first recitation of such term, as helpfully suggested by the Examiner. 

REJECTION UNDER 35 U.S.C. §112 

Claims 1-7 were rejected under 35 USC § 112, first paragraph, because the specification 
is not considered to be enabling for the recited scope. It was the Examiner's position that while 
the specification is enabling for 

(1) a transgenic mouse wherein the genome of said mouse comprises a homozygous 
inactivation of the TLR1 gene, wherein said TLR1 gene encodes a polypeptide that recognizes 
triacylated mycobacterial lipoproteins, wherein peritoneal macrophages of said mouse exhibit 
decreased responsiveness to said triacylated mycobacterial lipoproteins, wherein said peritoneal 
macrophages also comprise a homozygous disruption of the TLR1 gene; 

and 

(2) a transgenic mouse wherein the genome of said mouse comprises a homozygous 
inactivation of the TLR2 gene, wherein said TLR2 gene encodes a polypeptide that recognizes 
triacylated or diacylated mycobacterial lipoproteins, wherein peritoneal macrophages of said 
mouse exhibit decreased responsiveness to said mycobacterial lipoproteins, wherein said 
peritoneal macrophages also comprise a homozygous disruption of the TLR2 gene; 

that the specification does not reasonably provide enablement for the scope of the pending 
claims. 

Although Applicants do not agree with the Examiner, in order to advance prosecution, 
Claim 1 has been rewritten as Claim 20 to recite a transgenic mouse which falls within the 
criteria indicated by the Examiner as enabled. Claims 2-7 have been canceledlt is believed that 
Claim 20 is free of the rejection. Reconsideration and withdrawal thereof is respectfully 
requested. 

Claims 1-3, 5 and 6 were rejected under 35 USC § 112, first paragraph, as failing to 
comply with the written description requirement. It was the Examiner's position that the 
specification does not describe the claimed subject matter in such a way as to reasonably convey 
to one skilled in the art that the inventors had possession of the claimed invention at the time the 

6 



Appl. No. 10/517,663 



invention was filed. 

Although applicants disagree, in order to advance prosecution, Claim 1 has been 
rewritten as claim 20 to narrow the scope of the claim to that which is believed to be acceptable 
to the Examiner. Claims 2, 3, 5, and 6 have been canceled. Reconsideration and withdrawal 
thereof is respectfully requested. 

REJECTION UNDER 35 U.S.C. §112, second paragraph 

Claims 1-7 were rejected under 35 USC § 112, second paragraph, as being indefinite. Claim 
1 has been rewritten as claim 20, and is believed to be free of the rejection. Claims 2-7 have been 
canceled. Reconsideration and withdrawal of the rejection are respectfully requested. 

REJECTION UNDER 35 U.S.C. §102(a) 

Claims 1-7 were rejected under 35 USC § 102(a) as being anticipated by Takeuchi et al. 
Claims 1-7 were rejected under 35 USC § 102(a) as being anticipated by Alexopoulou et al, as 
evidenced by Takeuchi et al. To the extent that these rejections may be considered applicable to 
the presently pending claims, they are traversed for the following reasons. 

Filed herewith is a certified English translation of the foreign priority document. It is 
believed that the rejections based on Takeuchi and Alexopoulou references will be overcome by 
the submission of this document. Reconsideration and withdrawal of the rejections are 
respectfully requested. 

Claims 1-7 were rejected under 35 USC § 102(a) as being anticipated by Henneke et al. 
To the extent that this rejection may be considered applicable to the presently pending claims, it 
is traversed for the following reasons. 

Henneke et al. only describes that macrophages of TLR1 knockout mice responded 
normally to a heat-labile soluble factor extracted from group B streptococcus, which is different 
from lipoprotein. The Henneke reference does not disclose a method for using TLR1 knockout 
mice as model mice non-responsive to triacylated micobacterial lipoprotein or synthetic 
triacylated lipopeptide nor that TLR1 specifically recognizes synthetic triacylated lipopeptide, as 
disclosed by the present invention. It is believed that the presently claimed invention is not 
disclosed or suggested by Henneke et al. Reconsideration and withdrawal of the rejection are 
respectfully requested. 
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REJECTION UNDER 35 U.S.C. §102(b) 

Claims 1-7 were rejected under 35 USC § 102(a) as being anticipated by Thoma- 
Uszynski et al. as evidenced by Takeuchi et al. To the extent that this rejection may be 
considered applicable to the presently pending claims, it is traversed for the following reasons. 
The Examiner stated that Thoma-Uszynski et al. teaches a TLR2 knockout mouse with impaired 
macrophage reactivity toward the 19-kD mycobacterial lipoprotein. In order to advance 
prosecution, the claims have been restricted to a transgenic mouse and uses, wherein the genome 
of the mouse comprises a homozygous inactivation of the Toll-like Receptor 1 (TLR1) gene; 
wherein the TLR1 gene encodes a polypeptide that recognizes triacylated mycobacterial 
lipoproteins; wherein peritoneal macrophages of the mouse exhibit decreased responsiveness to 
the triacylated mycobacterial lipoproteins; and wherein the peritoneal macrophages also 
comprise a homozygous disruption of the TLR1 gene. It is respectfully submitted that the 
presently pending claims are not anticipated by Thoma-Uszynski et al. Reconsideration and 
withdrawal of the rejection are respectfully requested. 

All objections and rejections having been addressed, it is respectfully submitted that this 
application is in condition for allowance, and Notice to that effect is respectfully requested. 

Respectfully submitted, 

Date: September 7, 2006 ^ ^ l(^U^ 

Ann S. Hobbs 
Registration No. 36,830 
Venable 
P.O. Box 34385 
Washington, D.C. 20043-9998 
Telephone: (202) 344-4000 
Telefax: (202) 344-8300 
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3-B-W1711-0/P 

Analysis of mechanism recognizing bacteria components such as 
TLR2 

Toll-like receptor (TLR) family plays an important role to 
recognize pathogens through innate immunity. 10 TLRs have 
been reported so far, and among these, TLR4 and TLR9 are 
essential for the recognition of LPS and bacterial DNA, 
respectively. Last year, the present inventors have generated 
TLR2- and TLR6 knockout (KO) mice, and reported that TLR2 is 
essential for recognition of bacterial lipoprotein, peptidoglycan, or 
microplasmal lipoprotein (MALP), and that TLR6 KO mice do not 
respond to MALP. This time, to further analyze in detail the 
MALP recognizing-mechanism by TLR2/TLR6, TLR2 and TLR6 
were reconstituted by using TLR2/TLR6 KO fibroblasts (EF) with 
a retroviral vector. By co-expressing TLR2 and TLR6 in 
TLR2/TLR6 KO EF, the response to MALP was obtained, while it 
was not obtained separately. Interestingly, the response to 
MALP was recovered by co-expressing chimeric constructs 
wherein intracellular regions of TLR6 are linked in the 
extracellular region of TLR2 and the reverse chimeric construct. 
Therefore, it was assumed that both extracellular and 
intracellular regions of TLR2/TLR6 were necessary for the 
recognition of MALP and for the activation of signaling pathway. 
Moreover, by searching the pathogen components recognized in 
the TLR6/TLR2 system, it was revealed that 
Glycosylphosphatidylinositol (GPI) anchor derived from 
Trypanosoma cruizi is also recognized by TLR2 and TLR6. At the 
moment, investigations are made for recognition system of 
bacterial components such as bacterial lipoprotein, which 
necessitates TLR2 but independent of TLR6. 
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3-B-W17-9-P -«7 I- 'J Toll-like receptor(TLR) <9«t£ 

Toll-like receptor(TLR) iU *S a 9 i> » AXICfclt ^?'V^ 

*-tV**«©TLR03*2>TLR2 Htt. Toll fc[SH*»C>r*#W 
©B*CH*»* = ** 5 *** l " cv, *» LA>L, Toll/TLR ©iStffc* 

■C, •*mW*K>*»&*"C TLR ©JWite J:t/«MB«P*f«:tTV^ 

a**©** c , 

l ii^7 -( pcr sia o 2 i<o-7 i- y 

TLR(typel, type2) O cDNA * 9 Lit. typel t type2 

LRR h > ^ yo-m^OT 5 >/ BSWii < M fC* 9 , *K 
-&t»i6±fc b TLR2ICft4>S5V-ffiPItt«:^LJt. -7 h 'J TLR 
SB? 4 -i<0 mRNA *5 it/? V/^KOfSSfr***^* t - 

-tLTO»i*t 293 j^Sa^ffiV^. NF-kB Ofittft* 

»fHK»*rLfctg*, Mycoplasma fermentans **OU#^^ 

k malp-2 * y #v h i l t # * 9 4 7©*sibib-«s* 

i>m#>hWz. —H> E.coli S/ctt S.typhinmrium *3fc<0 LPS *• 
y#Vh*fcLfc&*tt' type2 3fiafflflSt?0*(C«f* i S*^>^> » 
ict h CDH 

wiofeii o , jwi-eaae^ o««c * o tlr 

0873 

3-B-W17-10-O/P ^^^^ifflgaiCjoJtS Toll-like receptor 

IRF3 MyD88#«tffttft*#*0. CO*l*C* 9 4 V 

It MyD88 #&#£&8<9#£L&^ TLR9 <0$>J»*fT^ *l£*. 

tlr4 <o*&£ i r«c <y?-7io vnaittJie^ojia** 

(MyD88-KO IFN-a / 0 receptor-KO <0#ffi&ffll!S 

*, GM-CSF 4***-C*«-r SCtCiO, *«\?5c#i»**W 
««■ t L-Cfliv^. LPS t CpG DNA *ffl^"C, TLR4 * *tf 
TLR9 0*»*ffv^ tttMBIBKaa+SJttS^ty — »"V7d 
hte-CW-Ot. JcOe*. TLR4 0«»CJ: 0. r<»)HC 
IFN-/J 0»»*»*« tifc*. TLR9 <ommX-it IFN-/J 
aMtttCXttl*:. «r**4 V IP-10 tt. TLR4MWC* 

o a8W c asm * s n . wim c «a«a a # l fc ifn-^ k. ± 

0 2*ftC*a**»*nfc. TLR9f«J®-C-(t, il««*IP-10 

<o|gmii«tt^ibn-r, 2*wc»»»»*n5o*-c*ofc. m 



3-B-W17-11-0/P TLR2 L^Si*«»SStt««»Oft? 



Toll-like receptor(TLR) 7 r 5 ') -It a ^.ifeSK * 
^ ^ J!fctt«**Jt L t ^ *. ffi* * -CIC 10 ffi®^ TLR 
ti, ^<D^*>, TLR4 ft LPS, TLR9 (tiM®** DNA dlgia^^ 
•S-CJfc*. P^Vft-* (± TLR2 S.0FTLR6O/ v9T9 V (KO) 
7 X^rfPitL, TLR2 #«a®** 'J WDf-(y^f K ^ 'J * 
V, T-r a^^WJ^n^f v (MALP) O^SttC^T 
*kct TLR6 K0v7^A'>MALPlC^LSft.L^V^Ci^ai 
&L/- Via IEICTLR2/TLR6ICJ;?) MALPKi»««%»aB»C 
Wff -T * B W^', TLR2/TLR6 KO H^^«D«a (EF) tfflKtl/h 
□ 7 4 ? -K <t 0 TLR2, TLR6 coHBIfiSc^rfT o jt. 

TLR2/TLR6 KO EF (C TLR2 , TLR6 SrftSSJ^iCtt 

malp c»-f aKfcttaw***:* 1 * *ti*"*i#a-etta»* 

nts.i>^tc„ WJU'Cfc C TLR2 TLR6 0«BSS 

Ct,-C<>MALPC»-<-*RlCtt*IH*Lfc. «o"C. MALP <D 
B*RO t i/^^A'e***OS*^W^ c TLR2/TLR6 <D*i8S 

tlr6/tlr2 -/^rAtBas tizmm#a.&<o#.m*ft^ t c 

6 Trypanosoma cruzi 4* Glycosylphosphatidylinositol(GPI)an- 
chor t TLR2 SO-' TLR6 »C i 0 gffiS n S C t W & ^ * ■» 
fco a*. iB«A*yi< , 7ny>fv&£TLR2*!&*i:-r6# 
TLR6C«ffLftv^{**»OBW»*CHL-C«>*»*an*.f ^ 
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3-B-W17-12-P #SDNA c J:5«aSStt<tfc*itt* TLR9 

CpG^e^-^^^tf DNA(CpG DNA) fi> 77n77-^«« 

nii. «-*ft«««J«*»^B*K:M*>* TolMike receptoKTLR) 
7r^U-O^^TLR 9^COCpG DNA »c Jz^jWHSOStt^ 
at-C**Ci*««Ufc, LA>U COCpG-t^-TlCii. 
W^^Tl^o t)tifeti«i. TLR9 7^^T£b 

-r^^*fflV^«^^E^J«r'boCpG DNA^OR«Stt«r^WL, 
>to CpG*^-7OEF0#5'-GACGTT-3\ 5* -GTCGTT-3 , 
5' -AACGTT-3' «r*ti^ti*tr*)«* U ^ DNA ^OR*tt* 
-7^7 P7 T — *Jfrh<D TNF-a <7)jg^-^ff^ifflflaOii^l1:*t^^ ^"^ 
^f^LTtiiC^. TLR9^ti^^^*^^^^> ZflhimV 
CpGDNA^S6Lfc*o*:. $^t-> coii A DNA 

J:Sl»«JfiOll*«r*WUfct-^. ffi^CpG DNA i:K«*c 
TLRQ^^-v^^*^^^^^^^^ 7 ^^- 5 ^ 0 ^^^^^^ 
TLR9 li, U ^ DNA <D*ft ^-fi^M*^ DNA ORJ^»- 

CpGDNAOB«lK:M4hLrv>SCi:^fl9«Lfc. $ bK. t>tl*> 
nti, VV DNA GC U ^7ilLl^i^*-r GR1 C «fc 

zmmi®*'fttt®i& < Qmm*£ c p g dna^-^-7***^^ 

DNA *C «t %m»<DR&& TLR9 ^r^^> *> i>$iM*fT^ 
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